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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 

Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )D Responsive to communication(s) filed on . 

2a)|3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) [X] Claim(s) 119-123 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [X] Claim(s) 119-123 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawtng(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)Q None of: 

1 0 Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

30 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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Art Unit: 1646 

DETAILED ACTION 

The following comments are made in addition to those made in the final rejection 
mailed 27 September 2006. The shortened statutory period for response is re-set, 
accordingly. 

Upon further consideration, the Godbout reference (1998, J. Biol. Chem. 
273:21 161-8, submitted with Applicant's information disclosure statement of 30 June 
2006) merits further comment. Far from teaching predictability for expression of 
PR01 1 12 on the basis of a minor genomic amplification, the abstract of Godbout 
teaches "The DEAD box gene, DDX1, is a putative RNA helicase that is co-amplified 
with MYCN in a subset of retinoblastoma (RB) and neuroblastoma (NB) tumors and cell 
lines. Although gene amplification usually involves hundreds to thousands of kilobase 
pairs of DNA, a number of studies suggest that co-amplified genes are only 
overexpressed if they provide a selective advantage to the cells in which they are 
amplified." The protein encoded by the DDX gene had been characterized as being a 
putative RNA helicase, a type of enzyme that would be expected to confer a selective 
advantage to the cells in which it (the DDX gene) was amplified. On page 21 167, right 
column, first full paragraph, Godbout et al. state "It is generally accepted that co- 
amplified genes are not over-expressed unless they provide a selective growth 
advantage to the cell (48, 49). For example, although ERBA is closely linked to ERBB2 
in breast cancer and both genes are commonly amplified in these tumors, ERBA is not 
overexpressed (48). Similarly, three genes mapping to 12q13-14 (CDK4, SAS and 
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MDM2) are overexpressed in a high percentage of malignant gliomas showing 
amplification of this chromosomal region, while other genes mapping to this region 
(GADD153, GL1, and A2MR) are rarely overexpressed in gene-amplified malignant 
gliomas (50, 51). The first three genes are probably the main targets of the 
amplification process, while the latter three genes are probably incidentally included in 
the amplicons." 

On the contrary, there is no structure/function analysis in the specification 
regarding the putative protein encoded by the PR01 112 gene. It is not disclosed, and 
based upon the sequence searches in this case, the Examiner can not find any reason 
to suspect, that the protein encoded by the PR01 1 12 gene would confer any selective 
advantage on a cell expressing it. It has no known homology to an RNA helicase or any 
other protein that would be expected to confer a selective advantage to a tumor cell. 
Further, it cannot be determined from the abstract whether the level of genomic 
amplification of the DDX1 gene was comparable to that disclosed for PRO1 112. 

In summary, of applicants' 149 references submitted, only a single one, Godbout, 
is drawn to the predictability of protein levels based upon genomic DNA amplification, 
and that one supports the Examiners assertion that it is more likely than not that the 
PR01 112 protein would not be expected to be found in increased amounts in the cells 
tested by applicants, and thus has no utility as a cancer diagnostic. 

An additional reference that provides evidence that gene amplification does not 
necessarily lead to increased transcript is Li et al., Oncogene, Vol. 25, pages 2628- 
2635, 2006. Li et al. used a functional approach that integrated simultaneous genomic 
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and transcript microarray, proteomics, and tissue microarray analyses to directly identify 
putative oncogenes in lung adenocarcinoma. On page 2633, right column, Li et al. 
state: In our study, 68.8% of the genes showing over-representation in the genome did 
not show elevated transcript levels, implying that at least some of these genes are 
'passenger 1 genes that are concurrently amplified because of their location with respect 
to amplicons but lack biological relevance in terms of the development of lung 
adenocarcinoma . " 

Conclusion 

No claims are allowed. 

This is a continuation of applicant's earlier Application No. 09/990,436. All claims 
are drawn to the same invention claimed in the earlier application and could have been 
finally rejected on the grounds and art of record in the next Office action if they had 
been entered in the earlier application. Accordingly, THIS ACTION IS MADE FINAL 
even though it is a first action in this case. See MPEP § 706.07(b). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is fiied within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
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extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no, however, event will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 



Applicant is advised that the instant rejection was made final because the same 
claims were maintained as rejected on the same grounds that have been of record. 
However, new references have been cited as evidence supporting the rejections of 
record. Applicant may submit counter-evidence in response to this office action, which 
will appropriately be entered after final. Alternatively, Applicant may wish to submit an 
Appeal Brief in response to this office action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Elizabeth C. Kemmerer, Ph.D. whose telephone number 
is (571) 272-0874. The examiner can normally be reached on Monday through 
Thursday, 7:00 a.m. to 5:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol, Ph.D. can be reached on (571) 272-0835. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



273-8300. 
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